
WO 2004/048569 



PCT/SE2003/001784 



18 

CLAIMS 



1. A method of isolating fully thioated single stranded antisense oligonucleotides from a 
biological solution, which method comprises the steps of contacting the biological 
solution with an immobilised metal ion adsorption chromatography (IMAC) resin to 
adsorb antisense oligonucleotides to said resin and subsequently contacting the resin 
with an eluent under conditions that provide desorption of the antisense oligonucleo- 
tides from said resin, wherein the fully thioated antisense oligonucleotides are sepa- 
rated from incorrectly thioated antisense oligonucleotides in said solution. 

2. A method according to claim 1, wherein the biological solution results from a synthe- 
sis of antisense oligonucleotides. 

3. A method according to claim 1 or 2, wherein fully thioated antisense oligonucleotides 
are separated from incorrectly synthesised oligonucleotides. 

4. A method according to any one of the preceding claims, wherein fully thioated an- 
tisense oligonucleotides are separated from incorrectly thioated antisense oligonu- 
cleotides containing 1-5, such as 1 or 2, bonds without thioation. 

5. A method according to any one of the preceding claims, wherein the metal ion is Zr 2+ 
orFe 3+ . 

6. A method according to any one of the preceding claims, wherein the antisense oligo- 
nucleotides are of a size in the range of 5-30, and preferably 15-25, base pairs. 

7. A method according to any one of the preceding claims, wherein the pH of the bio- 
logical solution is below about 7 during the adsorption of antisense oligonucleotides. 

8. A method according to any one of the preceding claims, which in addition comprises 
a subsequent step of polishing the isolated antisense oligonucleotides. 

9. An antisense oligonucleotide isolated by a method according to any one of claims 1- 
8. 

10. A kit for purification of fully thioated single stranded antisense oligonucleotides from 
a biological solution, which kit comprises a chromatography column packed with an 
immobilised metal ion adsorption chromatography (IMAC) resin and written instruc- 
tions for separation of said fully thioated oligonucleotides from not fully thioated oli- 
gonucleotides present in a biological solution. 
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1 l.Use of an immobilised metal ion adsorption chromatography (IMAC) resin for isola- 
tion of fully thioated single stranded antisense oligonucleotides from incorrectly thio- 
ated antisense oligonucleotides in a biological solution. 



